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Patient compliance with inhaled medication: does combining 
beta-agonists with corticosteroids improve compliance? 

Bosley CM, Parry DT, Cochrane GM, 

Dept of Psychiatry, United Medical School, Guy's Hospital, London, UK. 

Patient compliance with an inhaled corticosteroid may be greater if it is 
combined with a beta-agonist. This study compared compliance with an 
inhaled corticosteroid (budesonide), and a short-acting inhaled beta-agonist 
(terbutaline sulphate), and a Turbuhaler inhaler containing a combination of 
the two drugs. In an open, multicentre, parallel group study 102 asthmatic 
patients were randomly divided into two groups, either receiving the two 
drugs in separate Turbuhalers or combined into one Turbuhaler. A twice 
daily regimen was prescribed and a preweighed metered-dose inhaler (MDI) 
of salbutamol was provided for rescue use. Compliance was measured using 
the Turbuhaler Inhalation Computer (TIC), which recorded the time and 
date of each inhalation over a 12 week period. Forced expiratory volume in 
one second (FEVl) and forced vital capacity (FVC) measurements were 
carried out at week 0, 6 and 12. Results from 72 patients were analysed. The 
average compUance was 60-70%, Treatment was taken as prescribed on 30- 
40% of the study days, and over-usage occurred on less than 10% of days. 
Only 15% of patients took the drugs as prescribed for more than 80%) of the 
days. Compliance was no greater in patients using the combined inhalers. 
Other ways of improving patient self-management need further 
investigation. 
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Dose-response relationships in determining the safety: efficacy 
ratio. 

LeffA. 

Department of Medicine, University of Chicago, IL 60637, USA. 

The development of inhaled agonists selective for beta 2-adrenoceptors and 
high potency corticosteroids has improved the treatment of asthma. The 
delivery of the drugs to the site of action reduces the systemic exposure and 
hence reduces adverse systemic events. Together, these factors have resulted 
in improved toxicity: therapeutic ratios. Long-acting beta 2-agonists, such as 
salmeterol and formoterol, and high efficacy corticosteroids, such as 
fluticasone propionate and budesonide, now are available for clinical use. 
Because suboptimal treatment of asthma causes increased morbidity and 
mortality, and increased costs to society, these compounds are of particular 
value. Risk factors associated with fatal and near-fatal asthma have been 
identified, and it would appear that drug treatment by metered dose inhaler 
per se does not cause increased asthma fatality as an independent risk factor. 

PMID: 9474367 [PubMed - indexed for MEDLINE] 
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Inhaled salmeterol/fluticasone propionate combination: a 
review of its use in persistent asthma. 

Markham A, Jarvis B. 

Adis International Limited, Auckland, New Zealand. 

The long-acting beta2-agonist salmeterol and the corticosteroid fluticasone 
propionate are available as a combination inhalation device for the treatment 
of persistent asthma. Well designed studies in adults, adolescents and 
children aged > or =4 years, demonstrate that combined 
salmetero/fluticasone propionate 50/100, 50/250 and 50/500 microg 
administered via a dry powder inhaler (DPI) is clinically equivalent to 
concurrent delivery of the same dosages of the 2 drugs via separate DPIs. In 
adults and adolescents, combined salmeterol/fluticasone 50/100 and 50/250 
microg twice daily produced rapid improvements in lung function that were 
consistently greater than those in patients receiving monotherapy twice daily 
salmeterol 50 microg, fluticasone propionate 100 or 250 microg or placebo 
in 2 well designed studies. Recipients of the combination had a significantly 
greater probability of completing 12 weeks of treatment than patients 
receiving monotherapy or placebo. The combination also produced 
significant improvements between baseline and end-point in all secondary 
outcome variables (morning and evening peak expiratory flow, daytime 
symptom scores, days and nights without asthma symptoms and 
requirements for as-needed beta-agonists) and health-related quality of life 
(QOL). Combination therapy was superior to monotherapy with salmeterol 
and placebo for all outcomes in both studies, and was superior to fluticasone 
propionate 100 microg for all but 1 outcome (nights without awakenings) in 
1 study. Similar results were obtained in patients who had previously been 
using short acting beta2-agonists alone. Combined twice daily 
salmeterolfluticasone propionate 50/100 and 50/250 microg produced 
greater improvements in lung function than inhaled budesonide at higher 
dosages than fluticasone propionate in the combination. Combined 
salmeterol/fluticasone propionate 50/250 microg produced similar 
improvements in lung function to concurrent budesonide 800 microg plus 
formoterol 12 microg when given twice daily for 12 weeks. In another 12- 
week trial, combined salmeterol/fluticasone propionate 50/100 microg was 
more effective than oral montelukast 10 mg/day plus fluticasone propionate 
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100 microg twice daily in patients with suboptimally controlled asthma. 
Salmeterol/fluticasone is more cost effective than monotherapy with 
fluticasone propionate or budesonide. The most frequent adverse events 
associated with salmeterol/fluticasone propionate are headache, throat 
irritation, hoarseness and candidiasis. CONCLUSION: Combined 
salmeterol/fluticasone propionate is as effective as the 2 drugs given 
concurrentiy via separate inhalers and significantiy more effective than 
either drug given alone at the same nominal dosage. The combination is also 
significantiy more effective than montelukast plus fluticasone propionate or 
monotherapy with inhaled budesonide. Furthermore, the combination is 
more cost effective than inhaled corticosteroid monotherapy. 
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